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- The MAILING DATE of this communication appears on the cover sheet with the correspondence address ■■ 
Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1.136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

• If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

• Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 

- Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1 .704(b). 

Status 

1)K Responsive to communication (s) filed on 24 February 2003 . 
2a)M This action is FINAL. 2b)D This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD, 1 1 , 453 O.G. 21 3. 
Disposition of Claims 

4) E3 Claim(s) 1-11. 14-20.22.23 and 26-38 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) E3 Claim(s) 26-38 is/are allowed. 

6) C3 Claim(s) 1-11. 14-20.22 and 23 is/are rejected. 

7) D Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10) ^ The drawihg(s) filed on 02 July 2001 is/are: a)S accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 

1 1) D The proposed drawing correction filed on is: a)D approved b)D disapproved by the Examiner. 

If approved, corrected drawings are required in reply to this Office action. 

12) D The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C- §§119 and 120 

1 Z)M Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 1 9(a)-(d) or (f). 
aMAW b)D Some*c)D None of: 

1 .□ Certified copies of the priority documents have been received. 

2.D Certified copies of the priority documents have been received in Application No. . 



3.I3 Copies of the certified copies of the priority documents have been received in this National Stage 
application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 

14) D Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 1 1 9(e) (to a provisional application). 

a) □ The translation of the foreign language provisional application has been received. 

15) D Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 121. 

Attachment(s) 



1) □ Notice of References Cited (PTO-892) 

2) tZI Notice of Draftsperson's Patent Drawing Review (PTO-948) 

3) Information Disclosure Statement(s) (PTO-1449) Paper No(s) 17 . 



4) □ Interview Summary (PTO-41 3) Paper No(s). 

5) D Notice of Informal Patent Application (PTO-152) 

6) □ Other: 



U.S. Patent and Trademark Office 
PTO-326 (Rev. 04-01) 



Office Action Summary 



Part of Paper No. 20 
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1 . Applicant' s election without traverse of the sequence Gly-Gly-Phe-Gly in Paper No. 14 is 
acknowledged. 

Applicants contend that the requirement mailed May 30, 2002 is in fact an election of 
species requirement and that as a result of allowable generic claims, the non-elected species 
should be re-joined. This is not found persuasive because Group policy is to restrict amongst 
amino acid or nucleotide sequences identified by SEQ ID NO, and to only search one such 
sequence per application. 

The requirement is still deemed proper and is therefore made final. 

2. The oath or declaration is defective. A new oath or declaration in compliance with 37 
CFR 1 .67(a) identifying this application by application number and filing date is required. See 
MPEP §§ 602.01 and 602.02. 

The oath or declaration is defective because: 

It does not identify the city and either state or foreign country of residence of each 
inventor. The residence information may be provided on either on an application data 
sheet or supplemental oath or declaration. 

A formal Application Data Sheet will be necessary to correct this defect in the oath. See 
37 CFR 1.63(c). 

3. The text of those sections of Title 35, U.S. Code not included in this action can be found 
in a prior Office action. 

4. Claims 1-11, 14-20, 22, and 23 are rejected under 35 U.S.C. 103(a) as being obvious over 
the WO Patent Application 97/46260 in view of the Japanese Patent Application 6-87746 and 
Theodore et al (U.S. Patent No. 5,886,143), the Gonsho et al article, the Hashida et al article, the 
Kichler et al article, or the Nishikawa et al article. (The examiner relies upon the European 
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Patent Application 0 916 348 as a translation of the WO Patent Application '260. All citations 
in the rejection will use the page, line, and claim numbers of the European Patent Application 
'348.) The WO Patent Application '260 does not teach a saccharide compound different from the 
drug compound bound to the carboxy(Ci .galley ldextran poly alcohol carrier. In particular, the 
WO Patent Application '260 teaches drug complexes comprising the drug of Applicants' claim 
19 (see, e.g., page 5, lines 21-24; page 14, line 36; and claims 7, 14, and 19), which the Japanese 
Patent Application '746 describes as being useful for treating cancer of the liver (see, e.g., the 
Abstract), but does not teach incorporating a galactose, galactosamine, or N-acetylgalactosamine 
residue or cluster thereof into the drug complexes. Theodore et al teach binding hexose clusters 
and active agents onto polymeric carriers so that the active agents can be targeted for the 
treatment of liver conditions (see, e.g., column 1, lines 46-64; column 2, lines 27-41; and column 
5, lines 13-27). Preferred hexoses include galactose, N-galactosamine, and N- 
acetylgalactosamine (see, e.g., column 19, lines 44-61 and claim 2). The Gonsho et al article 
teaches attaching galactose- terminated saccharides such as galactose and N-acetylgalactosamine 
to a poly(amino acid) in order to form a drug delivery system which targets the liver (see, e.g., 
the Abstract and page 281, column 2, last paragraph). The Hashida et al article teaches the 
targeted delivery of drugs and proteins to the liver by attaching galactose moieties to drug 
carriers (see, e.g., the Abstract; page 129, first paragraph; and page 135, paragraph bridging 
columns 1 and 2). The Kichler et al article teaches galactose clusters for conjugation to bioactive 
(macro) molecule carrier systems for targeting the carriers to hepatocytes (see, e.g., the 
Abstract). The Nishikawa et al article teaches attaching galactose and mannose residues to a 
carboxymethyl-dextran drug carrier so that a drug conjugated to the carrier can be targeted to 
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liver cells without affinity to other tissues (see, e.g., the Abstract). It would have been obvious to 
one of ordinary skill in the art at the time Applicants' invention was made to attach galactose or 
mannose residues to the drug complexes of the WO Patent Application '260 comprising the drug 
of Applicants' claim 19 because the Japanese Patent Application '746 discloses that the drug is 
useful in treating cancer of the liver and because Theodore et al, the Gonsho et al article, the 
Hashida et al article, the Kichler et al article, and the Nishikawa et al article teach that 
attachment of various galactose or mannose residues to polymeric drug carriers is a known and 
conventional method for targeting drugs to the organ to be treated. It would further have been 
obvious to one of ordinary skill in the art at the time Applicants' invention was made to 
determine all operable and optimal galactose or mannose residue: carrier ratios for the above- 
outlined drug complexes because Theodore et al (see, e.g., column 6, line 15 - column 7, line 16; 
column 28, lines 18-19), the Hashida et al article (see, e.g., page 133, column 2, second 
paragraph), and the Gonsho et al article (see, e.g., page 280, Figure 7 and column 2) disclose this 
ratio to be an art-recognized result-effective variable. 

5. Applicant's arguments filed February 24, 2003 have been fully considered but they are 
not persuasive. 

Concerning the amendment set forth at pages 1 1-12 of Applicants' response, the 
amendment was instead made to the paragraph appearing at page 42, lines 10-28, because the 
paragraph appearing at page 39, line 2 to page 40, line 1 was amended by the immediately 
preceding amendment in Applicants' response, and because the paragraph at page 42, lines 10- 
28, better matches the text of Applicants' amendment. 
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With respect to the remaining obviousness rejection, Applicants point to Example 6 of 
the specification as showing that a DDS compound modified with galactose accumulates at a 
higher rate in the liver than an unmodified DDS compound. However, in view of Theodore et al, 
the Gonsho et al article, the Hashida et al article, the Kichler et al article, and the Nishikawa et al 
article applied above, this is an expected rather than an unexpected result. Concerning the 
figures attached to Applicants' response, they can not be relied upon as presented to establish 
unexpected results for Applicants' claimed invention because they were not submitted in 
conformance with 37 CFR 1.132. In any event, given Applicants characterization of these 
figures as showing the compounds to have "almost the same pharmacokinetic properties", it is 
not understood how these figures could be relied upon to show unexpected results which would 
rebut the prima facie case of obviousness. 

6. Claims 26-38 are allowed. 

7. THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1. 136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the mailing 
date of this final action. 
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Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Jeffrey E. Russel at telephone number (703) 308-3975. The 
examiner can normally be reached on Monday-Thursday from 8:30 A.M. to 6:00 P.M. The 
examiner can also be reached on alternate Fridays. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor Brenda Brumback can be reached at (703) 306-3220. The fax number for Art Unit 
1654 for formal communications is (703) 305-3014; for informal communications such as 
proposed amendments, the fax number (703) 746-5 175 can be used. The telephone number for 
the Technology Center 1 receptionist is (703) 308-0196. v . /) A 
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Primary Patent Examiner 
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